S2 Radiolabelled isotopes. [ 3 H]-palmitic acid and [ 3 H]-myo-inositol are from American Radiolabelled Chemicals Inc. [ 32 P]-CTP is from Perkin Elmer. Reconstitution of SMT1 gene. A 3269 bp long fragment containing a 1699 Kb putative SMT1 open reading frame (ORF), a 1294 bp fragment corresponding to the upstream 5' untranslated (5'UTR) region and a 276 bp fragment corresponding to the downstream 3' untranslated (3'UTR) region was amplified by PCR using genomic H99 DNA as a template. The 3269 fragment was then cloned in pSC-A-amp/kan (Stratagene) and sequenced. This fragment was then digested with XbaI, gel purified, eluted and subcloned in XbaI-digested and dephosphorylated pSK-HYG vector containing the hygromycin B gene (HYGB conferring resistance to hygromycin B) cassette. HYGB gene is under control of C. neoformans actin promoter. Hygromycin was purchased from Calbiochem (#400051).
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have a density of 2.75x10 5 cells/ml. 200 µl from this suspension were inoculated into a 24 well plate to have a final cell density of 5.5x10 4 cells/ well and incubated on a shaker at 37 ○ C in presence of 5% CO 2 .
Aliquots were taken at the designated time points and serial dilutions were plated on YPD plates for assessment of colony forming units (CFU) .
Tissue burden culture. For tissue burden, organs were homogenized in 10 ml PBS using Stomacher 80 (Lab System Fisher Scientific, Pittsburgh, Pennsylvania, USA) for 2 min at high speed. Serial dilutions were then plated on YPD plates and incubated for 72 hrs at 30 ○ C. CFU/organ was counted and recorded.
Spot-dilution Assay. Cells from a log phase culture were harvested, washed and resuspended in sterile PBS at a density of 5x10 8 cells/ml. 5 µl this cell suspension was spotted in serial dilutions on YPD-agar plates containing either 0.05% SDS, or 0.025% Triton X-100 or 0.025% Triton X-114 and incubated at 30 ○ C/37 ○ C for 48 hrs or 72 hours in presence of 0.04%/5% CO 2 . Cell growth was examined and photographed. ∆smt1, ∆smt1+SMT1, ∆gcs1, and ∆gcs1+GCS1 spotted in serial dilutions on YPD with 0.05% SDS. The plates were incubated for 72 hours in presence of 0.04%, 5% CO 2 , at 30 ○ C. S6 Figure S9 . A time course of SYTOX GREEN (SG) uptake in untreated cells. C. neoformans WT and ∆smt1 cells grown in YNB, pH 7.2, 37 ○ C and 5% CO 2 were pelleted, washed and resuspended in PBS at a cell density of 10 8 cell/ml in 24 well plate. 100 µl of PBS + 2 µM SG were added into the wells and incubated at 37 ○ C in presence of 5% CO 2 in dark. Fluorescence was recorded after 20 and 60 minutes of SG uptake. ∆smt1 cells shows the highest uptake which tends to saturate after 20 minutes. The results are the mean ± St. Dev. of three separate experiments. Only P<0.05 are shown. ∏ P < 0.05, ∆smt1 versus WT. 
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